Background: Renal impairment is a major risk factor for mortality in various populations. Three formulas are frequently used to assess both glomerular filtration rate (eGFR) or creatinine clearance (CrCl) and mortality prediction: body surface area adjusted-Cockcroft-Gault (CG-BSA), Modification of Diet in Renal Disease Study (MDRD4), and the Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI) equation. The CKD-EPI is the most accurate eGFR estimator as compared to a "gold-standard"; however, which of the latter is the best formula to assess prognosis remains to be clarified. This study aimed to compare the prognostic value of these formulas in predicting the risk of cardiovascular mortality (CVM) in population-based, cardiovascular risk, heart failure (HF) and post-myocardial infarction (MI) cohorts.
Background
Renal impairment is a major risk factor for mortality in various populations [1] [2] [3] , making it an essential risk stratification tool. In certain high-risk populations, renal function is of paramount importance for prognostic purposes in order to establish better and personalized follow-up programs and prognosis-modifying interventions [4] . Hence, risk prediction properties should be considered at least as valuable as the accuracy of renal function quantification per se. Renal function estimation in daily practice is performed by "indirect" parameters (as most accurate gold-standard methods are not practical nor economically suitable for routine use [5] ), incorporating variables such as creatinine, age, gender, weight and height through a variety of available formulas. The most commonly used formulas to estimate glomerular filtration rate (eGFR) include the Modification of Diet in Renal Disease (MDRD) formula [6] and the simplified MDRD4 formula [7] , both of which have been tested in diverse populations with reproducible results [8] , as well as the Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI) equation, which provides the most accurate GFR estimation (compared to a renal-clearance "gold standard") and is the formula advocated by contemporary consensus [4, 9, 10] . Creatinine clearance (CrCl) estimation can be performed by the Cockcroft-Gault (CG) formula [11] . It should be emphasized that CrCl estimation by the CG formula comprises glomerular CrCl plus tubular CrCl, and therefore the overall CrCl may overestimate GFR by up to 40% in younger individuals without chronic kidney disease [12, 13] . However, in older individuals, the CG formula may underestimate GFR [14, 15] . The CG formula has more recently been modified and validated taking into account body surface area (BSA) [16] . This BSA-adjusted CG formula (CG-BSA) is likely to provide a more accurate estimation of CrCl compared to the original CG formula (hence the use of the CG-BSA formula in the main analysis of this manuscript) [5, 10, 16, 17] .
The primary goal of a renal function estimation equation is to estimate GFR (and not tubular clearance). Therefore, for this purpose, the MDRD and CKD-EPI equations are suitable, whereas the CG/CG-BSA equations are not. Nonetheless, in addition to the GFR estimation, prognostic ability is also of utmost importance. Therefore, the aforementioned equations have also been compared regarding their prognostic implications in population-based, cardiovascular (CV) risk, heart failure (HF), and myocardial infarction (MI) populations [3, [18] [19] [20] [21] [22] [23] . While extensive information has been provided in these settings using the MDRD4 and CKD-EPI formulas for prognostic and risk estimation purposes with heterogeneous results [19] [20] [21] , little is known regarding the use of the CG-BSA formula.
The aim of the present study was to conduct a headto-head comparison of the eGFR and CrCl formulas in terms of prognostic value in four large populations/ cohorts, namely population-based, CV risk, HF, and post-MI cohorts.
Methods
Study population: the Heart 'OMics' in AGEing (HOMAGE) initiative and the high-risk myocardial infarction database initiative Eligible studies included population studies, patient cohorts, and randomized controlled trials (RCTs). All studies had baseline information on demographic, clinical, and laboratory characteristics and subsequent follow-up reports (cardiovascular mortality was used for the present study). The partners involved in the HOMAGE-consortium contributed data from completed and ongoing studies. These data have been previously published [24] and include patient data derived from (1) population-based cohorts (FLEMENGHO [25] and PREDICTOR [26] ); (2) CV risk factor cohorts (ASCOT [27] , PROSPER [28] , HVC, DYDA [29] and BIOMARCOEURS [30] ); and (3) HF cohorts (HULL LIFELAB and TIME-CHF [31] ), all of which had baseline information regarding age, sex, weight, height, and plasma creatinine [24] .
The High-risk MI Initiative consists of a previously published cohort of pooled patient data derived from four clinical trials [32] . Briefly, the main objectives of the project are to provide a comprehensive and statistically robust description of long-term clinical outcomes in high-risk survivors of MI and to identify the predictors of these different outcomes. In addition, the creation of this large pooled dataset provides statistical power to examine outcomes in important sub-groups of patients defined by co-morbidity and other baseline variables. The datasets included in this pooling initiative were the effect of Carvedilol on Outcome after Myocardial Infarction in Patients with Left Ventricular Dysfunction trial (CAPRICORN) [33, 34] , the Eplerenone Post-Acute Myocardial Infarction Heart Failure Efficacy and Survival Study (EPHESUS) [35, 36] , the Optimal Trial in Myocardial Infarction with Angiotensin II Antagonist Losartan (OPTIMAAL) [37, 38] , and the Valsartan in Acute Myocardial Infarction trial (VALIANT) [39, 40] . Full details of total enrolled patients, the inclusion and exclusion criteria for each trial, the endpoints, and the results have been previously published. Each trial enrolled patients with left ventricular systolic dysfunction, HF, or both between 12 h and 21 days after acute MI.
The respective chairpersons of the Steering Committees of the four trials initiated the pooling project.
The studies were all conducted in accordance with the Declaration of Helsinki and approved by site ethics committees. All participants gave written informed consent to participate in the studies.
Renal function analyses and estimation of GFR and CrCl
Baseline laboratory measurements were obtained at the time of inclusion and plasma creatinine concentrations were recorded in all studies. The eGFR and CrCl were calculated with the published equations for CKD-EPI [4] , the four-variable MDRD4 [6] , and CG-BSA [16] . 
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Outcomes
The present study analyzed cardiovascular mortality (CVM) as the primary outcome. Endpoints were independently adjudicated in the respective trials and cohorts.
Statistical methods
In descriptive analyses, continuous variables are expressed as mean ± standard deviation (SD) if normally distributed or as median (percentile ) if skewed. Categorical variables are expressed as frequencies and proportions (%).
The one-way analysis of variance "ANOVA test" was used to compare the renal function estimates obtained with the MDRD4, CKD-EPI, and CG-BSA formulas.
Univariable time-to-event comparisons were performed using the log-rank test and survival was estimated with the Kaplan-Meier method. Cox proportional hazard regression models were used to model long-term survival as a function of the formulas both in univariable and multivariable analysis. Cox models assumptions were verified and GFR/CrCl formulas were converted to restricted cubic splines to overcome linearity issues. An interaction term between the variable of interest and time was tested within the Cox model. In the multivariable models, the covariates were chosen from demographic (age and sex) and clinical (smoking, hypertension, diabetes, heart rate, and systolic blood pressure) parameters that were previously found to be clinically relevant and previously reported [42] . A significant "interaction" between age and "renal function" formulas was present in various populations; thus, these results are presented for age subgroups for which the "age" variable was not included in the adjustment models in order to decrease model instability. Left ventricular ejection fraction and hemoglobin were also not included in the "adjusted" models due to a high (>7 5%) percentage of missing values.
Correlation estimates were verified prior to modeling and correlation coefficients < 0.6 were considered to rule out noteworthy multicollinearity within the survival models [43] .
To assess the relative importance and discriminative value of renal function estimators in terms of outcome, Harrell's c-index [44] was evaluated and compared with the correlated c-indices using the approach proposed by Kang et al. [45] .
Calibration was assessed visually by plotting the mean of model-predicted survival at 2 years in each decile of predicted survival against the observed survival estimated by the Kaplan-Meier method. The higher discriminative value associated with the "net reclassification improvement" (NRI) was assessed at 2 years [46, 47] . This method assesses the ability of a new model to reclassify subjects with and without a clinical event during follow-up. The ability of the new model to reclassify is summarized by the NRI statistic. As previously used by our team [48] , the continuous NRI method developed by Uno [47] and implemented in the survIDINRI package of the R software (The R Foundation for Statistical Computing) was used. The continuous NRI method does not require a prior definition of strata risk, thus considering the change in the estimation prediction as a continuous variable. The integrated discrimination improvement (IDI) for each eGFR and CrCl estimator was also calculated. The IDI evaluates the difference between the integrated sensitivity gain and the integrated specificity loss due to the addition of the eGFR and CrCl estimator to the prognostic model.
Statistical analyses were performed using SPSS 23 software (IBM Corp. Released 2013. IBM SPSS Statistics for Windows, Version 23.0. Armonk, NY: IBM Corp.) and the R software (The R Foundation for Statistical Computing).
A P value of less than 0.05 was considered statistically significant.
Results
Population characteristics and renal function stage classification
A total of 2644 patients were analyzed in populationbased cohorts, 20,895 in CV risk cohorts, 1801 in HF populations, and 28,771 in post-MI cohorts.
The mean ± SD age was 66.4 ± 11.5, 66.7 ± 9.4, 73.7 ± 10.4, and 65 ± 11.5 years in the population-based, CV risk, HF, and post-MI populations, respectively. As expected, population-based cohorts had higher eGFR/CrCl while HF populations had lower eGFR/CrCl (as calculated by all formulas). Concordantly, the proportion of CVM was also lower in population-based cohorts while increasing progressively in CV risk, post-MI populations, and HF cohorts (2.0% vs. 3.8% vs. 15.3% vs. 15.7%, respectively; P < 0.001). The baseline characteristics of all populations are summarized in Table 1 .
The CG-BSA formula reclassified a higher proportion of patients as having worse renal function ("stages ≥ 3") in all populations. On the other hand, the proportion of CVM events (relative to the number of patients) was higher overall using the MDRD4 formula. For example, in population-based cohorts, patients reclassified into worse renal function stages experienced 6.9% of events according to the CG-BSA formula, 6.5% of events with CKD-EPI, and 7.2% of events with MDRD4 (similar observations were found in the other cohorts) ( Table 2) .
Mortality prediction and accuracy
The three formulas were effective with regard to CVM prediction. However, important differences were notably observed between populations and formulas.
Associations between the various "renal function" formulas and CVM within the studied populations are demonstrated in Table 3 for categorical variables and in Fig. 1 for "cubic spline transformed" continuous variables (linearity tests are shown in Additional file 1: Table S1 ). As continuous variables, all formulas showed to be independently associated with CVM in the various cohorts. An eGFR/CrCl lower than 60 mL/min/1.73 m 2 was associated with an increase in event rate in all cohorts; however, the less accurate (wide confidence intervals) associations in population-based cohorts reflect the low CVM event rate in this setting ( Fig. 1 and Additional file 1: Figure S1 for "log-transformed" hazard ratios). In population-based cohorts, the "categorical" MDRD4 formula lost its predictive value after adjustment for clinically relevant confounders (sex, smoking, hypertension, diabetes, systolic blood pressure, and heart rate), whereas the "categorical" CKD-EPI and CG-BSA formulas remained significant for the lower renal function stages as compared to stage 1 (reference category) [HR for CKD-EPI stages 3b/4/5 = 6.43 (95% CI, 1.61-25.65), P = 0.008 and HR for CG-BSA stages 3b/4/5 = 5.35 (95% CI, 1.66-17.17), P = 0.005]. In CV risk, HF, and post-MI populations, all "categorical" formulas were found to be independently associated with CVM for the lower "renal function" stages with intersecting confidence intervals ( Table 3) .
The associations of GFR/CrCl formulas with cardiovascular mortality are mostly non-linear. In concordance, these results are presented as restricted cubic splines in Fig. 1 . Interactions, linearity and colinearity were verified and excluded at each model step.
Long-term survival Kaplan-Meier curves are shown in Fig. 2 . All formulas showed highly significant predictive prognostic values (log-rank test, P < 0.001). However, eGFR/CrCl stages diverged in a more pronounced manner with the CG-BSA formula in all populations (higher χ 2 values) ( Fig. 2) .
Significant "interactions" were frequently observed between age and the eGFR/CrCl formulas, suggesting that renal function is a more relevant prognosticator in younger populations (Additional file 1: Table S2 ).
Discrimination, calibration, and reclassification improvement analysis
In the CV risk, HF, and post-MI cohorts, the CG-BSA formula demonstrated statistically superior discriminative capacity (c-statistics) when added on top of a prognostic model (including gender, smoking, hypertension, diabetes status, heart rate and systolic blood pressure) as well as when compared to the GFR formulas (on top of the same model). Despite being statistical significant, the discriminative improvement driven by the CG-BSA formula was globally low (vs. eGFR formulas) ranging from 0.5 to 2% (Table 4 ). In population-based cohorts, the discriminative capacity improvement was not statistically These variables present > 75% missing values in all populations, therefore they are not included in the adjusted models significant, nor superior to the eGFR formulas (P ≥ 0.05 for all comparisons). The discriminative capacity of the CKD-EPI formula was superior to that of the MDRD4 formula in CV risk, HF, and post-MI cohorts, but not in population-based cohorts ( Table 4 ). The prognostic models were well calibrated, with intersecting predicted risks and confidence intervals of observed risks in all populations and formulas (Additional file 1: Figure S2 ). The IDI and NRI were higher (P < 0.05) for the CG-BSA formula as compared to MDRD4 and CKD-EPI in CV risk, HF, and post-MI cohorts. In the population-based cohorts, CG-BSA was not superior to the other formulas. The CKD-EPI formula was globally superior to MDRD4 (Table 4 ).
Discussion
General interpretation
The present study showed that CG-BSA was slightly more precise and accurate in terms of CVM prediction in CV risk, HF, and post-MI cohorts, but not in population-based cohorts, followed by the CKD-EPI formula. The CG-BSA formula estimates CrCl (and not the GFR contrary to the MDRD4 and CKD-EPI formulas) and requires individual height and weight for its computation. Therefore, CKD-EPI offers the best compromise between renal function estimation and CVM prediction.
Development and validation of GFR and CrCl formulas
Estimation of GFR (and CrCl in the case of CG/CG-BSA formulas) is an inexpensive, practical, and fairly reliable means to assess renal function in clinical practice [5] . However, certain drawbacks need to be considered since creatinine-based eGFR/CrCl is dependent on multiple factors including age, sex, race, diet, muscle mass, tubular secretion, unstable renal function, and BSA [16] . Hence, the varying performance of the equations is likely to rely on their "core formula" development and validation.
The equation proposed by Cockcroft and Gault in 1976 was developed in a Caucasian male population of 236 patients aged 18-92 years in order to predict CrCl (and not GFR) in situations in which renal function was only slightly impaired [11] . This original CG formula was found to be inaccurate for GFR prediction. The CG formula incorporates glomerular CrCl plus tubular CrCl, resulting in an overestimation of GFR in younger healthy populations [12, 13] , whereas in older populations, it may underestimate GFR due to its formula computation, i.e., the numerator includes "140-age"; thus, for the same weight and creatinine, a very old patient will have a disproportionate underestimation of their GFR [14, 15] . Despite the fact that CG adjusted for BSA may improve its accuracy [16, 49, 50] , it should be emphasized that neither the original CG nor the BSA-adjusted formula should be used for GFR estimation and that these formulas are not recommended by updated guidelines. Still, many clinicians and laboratories continue to use the latter on a daily basis [10] . In the late nineties, the MDRD group developed models that improved the prediction of eGFR from plasma creatinine concentration [6] , providing more reliable estimations of kidney function than the CG-BSA formula [51] . Finally, the CKD-EPI equation was developed from a population of more than 16,000 participants. This formula was validated and found to be more accurate than the MDRD4 formula (compared to a renal-clearance "gold standard"), and thus proposed as a first choice to estimate GFR in routine clinical practice [4, 9] .
It should also be noted that the MDRD and CKD-EPI equations allow GFR estimation without the need of available "individualized" weight or height (as most laboratories do not assess these data), this information being standardized in the formulas' "intrinsic design" [52] . Comparing eGFR/CrCl formulas to a renal-clearance "gold-standard" in large populations clearly underscores the lack of precision of all these formulas [51, 52] . Additionally, the eGFR/CrCl formulas are prone to high misclassification rates (≥30%) of patients according to the Kidney Disease Outcomes Quality Initiative Chronic Kidney Disease (K/DOQI-CKD) classification stages [51] [52] [53] .
Still, the CKD-EPI formula outperforms the MDRD4 and CG/CG-BSA in terms of eGFR precision and classification in several populations (compared to a "gold standard") [52] , although this is not necessarily the case for outcomes prediction as discussed below.
Estimation of GFR and CrCl versus mortality prediction
GFR estimation serves not only to estimate renal function (for which purpose the CKD-EPI formula is the most accurate to date), but also to estimate the risk of major outcomes, such as cardiovascular mortality, since renal function is the strongest mortality predictor in many populations [2, 3, 5] . In this regard, the CKD-EPI formula was also found to be superior to MDRD4 for mortality prediction in large general population cohorts, high vascular risk cohorts, and chronic kidney disease cohorts [3] . Specifically, a meta-analysis by Matsushita et al. [3] evaluated the risk implications of the CKD-EPI formula as compared to the MDRD equation in populations comprising 1,130,472 adults from 25 general populations, 7 high-risk (of vascular disease), and 13 CKD cohorts. In this latter study, the CKD-EPI equation reclassified fewer individuals as CKD and more accurately categorized the risk for mortality and ESRD than did the MDRD equation. Nonetheless, the CG-BSA formula has not been consistently used for risk prediction purposes in these population settings, since it does not estimate GFR [3, 22, 23, 54] , with the exception of a recent study comparing CG-BSA, CKD-EPI, and MDRD4 in 925 ambulatory HF patients where the CG-BSA formula also showed superiority for mortality risk prediction [19] . Our study distinguishes from previous reports by using the CG formula adjusted for BSA, and reveals a slight superiority of CG-BSA over CKD-EPI and MDRD4 formulas in predicting cardiovascular mortality in the studied CV risk, HF, and post-MI cohorts, but not All "renal function" formulas are analyzed using restricted cubic splines in population-based cohorts. The CKD-EPI formula also showed good accuracy for CVM prediction and was globally superior to the MDRD4 formula. A possible explanation for the mild improvement in predictive value of the CG-BSA formula, as compared to the MDRD4 and CKD-EPI formulas, is the use of "individually observed" BSA in the CG-BSA formula computation versus "intrinsic design" BSA in the MDRD4 and CKD-EPI formulas, as "individual" BSA carries important prognostic information per se [55] . While the addition of BSA on top of CG-BSA did not improve reclassification indices in an exploratory analysis, these indices were nonetheless improved when BSA was added to MDRD4 and CKD-EPI, supporting that the "individual" BSA can provide prognostic information on top of the "intrinsic design" BSA of MDRD and CKD-EPI (Additional file 1: Table S3 ) [52, 55] . Another potential explanation is that all of the studied cohorts herein consisted of elderly populations, in which both the CG and CG-BSA are likely to underestimate renal function, as previously highlighted, thereby "reclassifying" more patients into worse renal function categories (as demonstrated in Table 2 ). However, the CKD-EPI formula provides more accurate renal function estimations (as also discussed above) as well as good CVM prediction. Moreover, it does not require individual height or weight, making this formula easy to implement and favoring its widespread use. Despite the statistically superior discriminative capacity of CG-BSA (as compared to the other formulas) in CV risk, HF, and post-MI cohorts, it is unlikely to be clinically relevant, with CKD-EPI offering the best compromise between renal function estimation and CVM prediction/risk assessment.
Innovation and clinical and research implications
Globally, the greater accuracy of the CG-BSA equation for CVM prediction has the potential to slightly improve prognostic information in CV risk, HF, and post-MI populations [4] . However, the CG-BSA does not accurately estimate renal function and is only slightly superior statistically (and clinically irrelevant) comparatively to CKD-EPI, which remains the best formula overall.
Limitations
Several limitations of this study should be acknowledged. First, eGFR/CrCl was tested for cardiovascular mortality prediction and not for GFR accuracy, and therefore the best formula to estimate "actual" GFR cannot be derived from this study. Second, data regarding cystatin-C or microalbuminuria levels were unavailable; these data would have likely enhanced risk prediction models since non-GFR mechanisms (such as microalbuminuria) are also associated with prognosis and models incorporating both GFR and microalbuminuria perform more accurately in prognosis prediction [56] . Third, in a small number of patients, the fact that the reference weight at admission used for the CG formula may not have been the true dry weight and thus potentially overestimated cannot be disregarded. Fourth, creatinine was measured at baseline, whereas the study did not account for "time-dependent" variations that could also have major prognostic implications. Fifth, creatinine measurements were not "standardized" between different populations and cohorts; however, this potential heterogeneity in creatinine values was not systematic, reinforcing the strength of our results. Sixth, in the computation of CG-BSA, height and weight were added in an individual basis, it is thus necessary for these data to be available (limiting a wider applicability of this formula). Finally, the populations included in the studied cohorts all had a mean age above 65 years such that the CG formula (independently of BSA adjustment) is likely to underestimate renal function (as described in the discussion section) and thus reclassify a higher proportion of patients into lower renal function stages; consequently, these data may not be replicable in younger populations.
Conclusion
The CG-BSA formula was the most accurate in predicting CVM in CV risk, HF, and post-MI cohorts, but not in population-based cohorts. However, the CG-BSA discriminative improvement was globally low compared to MDRD4 and especially CKD-EPI formulas. In addition, CG-BSA is inaccurate for renal function estimation and has limited generalizability due to the need for individual height and weight values. Therefore, the CKD-EPI formula offers the best "global package" of renal function estimation and CVM prediction.
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